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REMARKS 

Request for Form PTO-8 92 

JP 2002-201126 was applied in a prior art rejection in the 
August 29, 2007 Office Action. 

The Examiner is respectfully requested to make JP 2002- 
201126 of record by citing JP 2002-201126 on a Form PTO-892. 

Claim Amendments and New Claims 

Claim 3 was amended by including features of original claims 
7 and 10. 

Claim 12 was amended by including features of original 
claims 3 and 10. 

New claim 14 includes the feature of original claim 4 . 

New claim 15 is supported in the specification on page 6, 
line 6. 

New claim 16 is supported in the specification on page 8, 
lines 30 to 33; page 9, lines 2 and 3; and page 9, lines 24 to 
28. 

New claim 17 is supported in the specification on page 9, 
last line. 
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New claim 18 is supported in the specification on page 9, 
lines 33 to 35 and page 12, line 12. 

Rejection Under 3 5 USC 101 

Claim 13 was rejected under 35 USC 101 for claiming a "use" 
without setting forth any steps involved in the process (see item 
no. 2 on page 2 of the Office Action) . 

Claim 13 was canceled hereinabove. 

Withdrawal of the 35 USC 101 rejection is therefore 
respectfully requested. 

Anticipation Rejection Under 35 USC 102 

Claims 1 to 6, 8, 9, 12 and 13 were rejected under 3 5 USC 
102 as being anticipated by WO 02/14280 to Nakai et al . for the 
reasons set forth in item no. 4 on page 3 of the Office Action. 
The Examiner's reasons for the rejection refer to EP 1 308 440, a 
family member of WO 02/14280. 

Claims 7 and 10 were not included in the 35 USC 102 
rejection. The features of original claim 7 (eye drop) and claim 
10 (0.01 to 1% w/v) are included in the present claims. 
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Nakai et al . do not teach or suggest an eye drop, an amount 
of the compound being 0.01 to 1% w/v or the treatment of 
pruritus . 

Withdrawal of the 35 USC 102 rejection is therefore 
respectfully requested. 

Obviousness Rejection Under 35 USC 103 

Claims 1 to 13 were rejected under 35 USC 103 as being 
unpatentable over WO 02/14280 to Nakai et al . in view of USP 
5,756,508 to Thompson et al . and further in view of JP 2002- 
201126 to Noyori et al . for the reasons set forth in item no. 8 
beginning at the bottom of page 4 and continuing to the middle of 
page 6 of the Office Action. 

It was admitted in the Office Action that Nakai et al . is 
deficient in using the piperidine compound in eye drops. 

The position was taken in the Office Action that it would 
have been obvious to make a dosage form in the form of eye drops 
using the compound disclosed by Nakai et al . and to adjust the 
correct dose as disclosed by Nakai et al . based on the combined 
teachings of Nakai et al . and Thompson et al . It is respectfully 
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submitted that in applicants' present claims which recite a 
concentration of an eye drop comprising 0.01 to 1% (w/v) of the 
compound recited in applicants' claims distinguish over the 
references for the following reasons. 

Adjustment of the concentration of the active ingredient 
contained in an eye drop is generally determined in consideration 
of the physical properties, pharmacological effects and the like 
of the compound. The piperidine compound disclosed by Thompson 
and the compounds recited in applicants' present claims have only 
one chemical structure in common, which is the piperidine ring. 
Moreover, the main action of the compound of Thompson et al . and 
that of the compound recited in applicants' present claims are 
different from each other (muscarinic agonist for the former and 
PDE4 inhibitor for the latter) . 

Whereas applicants' present claims recite a selective eye 
drop concentration range of 0.01 to 1% (w/v), Thompson et al . 
disclose merely a broad eye drop concentration range of 0.1 to 
4%. Accordingly, the eye drop concentration range of Thompson et 
al . include eye drop concentrations which fall outside of 
applicants' claimed range. Stated differently, Thompson et al . 
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have no teaching or suggestion for an eye drop concentration as 
low as 0.01 % as recited in applicants 7 claims and as set forth 
in applicants' Examples. Such low eye drop concentration as 
claimed by the applicants provide an excellent antipruritic 
effect (see Table 1 on page 11 of applicants' specification) . 

In addition to the above argument, attention is directed to 
the enclosed copy of the drug package insert of "TRAVATAN 
(TRAVOPROST OPHTHALMIC SOLUTION) 0.004%." According to the 
information provided in the drug package insert, TRAVATAN is a 
commercially available pharmaceutical product having a 
concentration of 0.004% which is lower than the range of 
concentration of the eye drop disclosed by Thompson et al . 

Further, an eye drop at a concentration of 0.01 to 1% (w/v) 
is outside the range of the parenterally administered dosage 
disclosed by Nakai et al . (1 to 100 mg) , since the volume of an 
eye drop is generally at most 50 jjl. 

More specifically, the unit of concentration used in the 
present specification, w/v %, expresses the weight (g) of the 
active ingredient per 10 0 mL of solution. The maximum volume of 
an eye drop actually administered into an eye is considered to be 
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at most 50 \ih f since one drop of an eye drop generally contains 
50 jaL. Accordingly, when 1 mg/50 yL is expressed in w/v %, it is 
2 g/100 mL, i.e., 2 w/v %. In contrast, 1 w/v %, which is the 
maximum dose for applicants' presently claimed eye drop, is 
calculated to contain 0.5 mg of active ingredient in a volume of 
50 ]jL. Therefore, even the maximum dose of applicants' present 
claims (0.5 mg) is outside the range of the parenterally- 
administered dose disclosed in Nakai et al . (1 to 100 mg) . 

Therefore, it is respectfully submitted that a person of 
ordinary skill in the art would encounter a difficulty in 
arriving at the appropriate concentration of the active 
ingredient in an eye drop as recited in applicants' claims in 
view of the pharmacological effects and other factors to be taken 
into consideration. 

Further, it is respectfully submitted that it is not obvious 
based on the combined teachings of Nakai et al . and Thompson to 
find that 0.01 to 1% (w/v) is the optimal eye drop concentration 
of the compound recited in applicants' claims. 

It was admitted in the Office Action that Nakai et al . and 
Thompson et al . are deficient in disclosing a combination of 
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piperidine and other drugs that treat an eye allergy as required 
by applicants' claim 11. 

JP 2002-201126 to Noyori et al . was cited for disclosing eye 
drops for alleviating the unpleasant irritant eye ache at the 
time of instillation induced by sodium cromoglycate and enhancing 
immediate antipruritic effects which an antihistaminic agent 
possesses (see the English- language abstract of JP 2002-201126) . 

To expedite the prosecution of the application, claim 11 was 
canceled hereinabove. 

It is therefore respectfully submitted that applicants' 
present claims are not anticipated and are not rendered obvious 
over the references, either singly or combined in the manner 
relied upon in the Office Action in view of the many distinctions 
discussed hereinabove. Withdrawal of each of the 35 USC 102 and 
35 USC 103 rejections is respectfully requested. 

Reconsideration is requested. Allowance is solicited. 
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If the Examiner has any comments, questions, objections or 
recommendations, the Examiner is invited to telephone the 
undersigned at the telephone number given below for prompt 
action. 



Respectfully submitted, 



Frishauf, Holtz, Goodman 
& Chick, P.C. 




220 Fifth Ave., 16th Floor 



New York, NY 10001-7708 
Tel. No.: (212) 319-4900 
Fax No. : (212) 319-5101 



Richard S. Barth 
REG. NO. 28,180 



E-Mail Address: BARTH@FHGC-LAW.COM 
RSB/ddf 



Encs. : (1) PETITION FOR EXTENSION OF TIME 



(2) copy of package insert for "TRAVATAN 
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u»v*nir nun 

Trawprcst Is a synthetic prostaglandin F*» analogue. 
Its chemical name b 

[1fl-not(2)2W^.3ff1.3a^-7H3 r 54)lhydroxy-2- 
3-Jryo^^[3-(trntticrom - 
but8nyncyctop8ntyQ>54ieptsnoic acid, 
1-methytethyfetBr. lt has a motecuiar formula of 
CzsHssFjO* and a motecuiar weight of 500.55. The 
chemical structure of travoprost b: 



study, mean (OP reduction in black patients was Up 
to 1.8 mm Hg greater than In non^bfack patients. 
It te not known at this time whether this difference 
is attributed id race or to heavily pigmented i rices. 
In a mum-center, randomized, controlled trial, 
patients wtth mean PaseBne intraocular pressure of 
24*28 mm Hgon TlMOPTlC* 0.5% BtO who were 
treated wtth travoprost 0.004% dosed 00 
eolunctJvefy toTWOPRC" 0.5%'BID demoratrated 
6-7 mm Hg reductions hi I mraooilar pressure. 
Travoprost ophthalmic solution, 0-004% has beer 
studied in patients wtth hepatic Impairment and also 
in patients wtth renal impairment No clinically 
relevant changes m tematotogy. Wool chemistry, 
or urinalysis laboratory data were observed in these 



Travoprost tea dear, colorless to sttgMry ye&ow oil 
that is very soluble In acetonltrfle.methanol, octanol, 
and chloroform. It te practlcaJty tnsotubte in water. 
TRAVATAN® Z ophthatmlc solution la supplied as 
sterile, buffered aqueous solution of travoprost wtth 
a pH of approximately 5.7 -.and an osmolality of 
approximately 290 mOsmol/kg. Each mL of 
TRAVATAN® Z cantetns: Acthrertravoproet TX004g 
tnactrves: rjotyoxyt 40 hydrogenated castor ott, 
{boric ad<f, pnopytene r^yccJ/smtjftol.-zlnc chtor 
sodium rrydroxkte and/or nydrochioric acid to adjust 
pH. and puTbTed water. USP. Preserved In the bottle 
with an Ionic buttered system, stfag: 
CLINICAL PHAHMACOL06Y 
Methnusm of Action 

Travoprost free acid is aaaJactive FP prostanoid 
receptrjragc^wnlchlsbe^^ reduce 
Intraocular pressure by Increasing trabecular 
mestwrork and uYaoscterai outflow. Tn o exact 
mechanism ct action Is unknown at this time. 

Pharmacafctrntica/Ph^ 

Absorption; . 
Travoprost is Bbsarbsd through the cornea and is 
nydrdyzed to the active free acid. Data tamfour 
mu^dosepharrruicc^^ 
subjects) have shown that plssrta coricBrmatimKm 
the free acid are betow 0.01 ng/mL Ohe quantitation 
8mtt of the essay) mtwo^Wrds of the subjects, 
tn those individuate whh c^amhTaWe plasma 
concantfations (W=38); me meen piasnwf^was 
0.018 ± 007 ng/mL {ranged Q.0T to 0.052 ng/mL) 
and was reached within 30 minutes. From these 
studies, travoprost is estimated to have a plasma 
- half-Ufa of 45 minutes. There was no difference In 
plasma concentiattons between Days 1 and 7. 
indicating that there was no significant accumulation. 

MetaboOsm: 

Travoprost an isopropyt ester prodrug, is hydroiyzed 
by esterases In the cornea to Its biologically active 
tree add. Svstemjcatty, travoprost free add Is 
rnetabofizsd to Inactive rnetabofites via 
beto-c^datton of the cc(carbcxyllc add) chain to give 
the 1,2-alrroraml 1Z3,4-tetrarwr arwlc^. via 
oxidatioo of the 15-hvdroxyi moiety, es welt as via 
reduction of the 13,14 dou We bond. 
BJrnfnatton: 

The elimination of travoprost free f^tomptesrna 
was rapid and towels were generally betow the limit 
of quMWcatton witt*i one hair altar dc^. Tta 
terminal eHminatton half 4fe of havc^jrostfree edd 
was est&nated from fourteen subjects and ranged 
from 17 minutes to 86 rnlran^wr^the mean 
harMlfe of 45 nftuaae. Less than 2% of the tctfcaJ 
ocular dose of traswprost was excreted In the urine 
wtthta 4 hours as the travoprost free add. 
Clinical Studies 

In c&nteal studies, patients with open-angte glaucoma 
or ocular hypertension and baaaime 'Onwirepf 
25^^Hg;y^vwretreata) wimmWTAN® 
ivopmst opfrtnatmic solution) or TRAVATAN® Z 
dvoprost ophthalmic solution ) dosed orce-dafly 
the evening demonstrate^ rnrojta reductton 
In intraocular pressure. In subgroup anaJyais of this 



INDICATIONS AMD USAGE 

TRAVATAN® Z ophthalmic solutton Is indicated for 
the reduction of elevated Irnraocuiar pressure in 
patterns with open-angle gtaucoma or ocular 
rrypertanston who are Irn^terant of other Intraocular 
pressure towering rnedcafions or insufncientiy 
responsive (failed to achieve target IOP determined 
after multiple measurements over time) to another 
irrtraccular pressure towering rnedicahon. 
CONTRAINDICATIONS 

TRAVATAN® Z is corrtfrindtaated in patients with 
hypeisensJtrvity to travoprost or any other ingredients 
tn this product 
WARMINGS 

Prostaglandin analogues, tndudtag travoprost 
optn^atmic softrtion, 0004% been reported 
to cauee changes to pigmented tiasoe^ Tne most 
tremjeiitry reported changes have Iwefl Iru^eased 
pjgrnenlalbmoftria Wa artdperiorbrtot tisaw 
(eyelid) and tocfeaaed p^a^ttoh and growth 
of eyelashes. These changes may be perrnanent 
Prostagtendin ertatogues, inducing travoprost 
cpbtr»& solution, 0.004% may gradually change 
eye color, increasing thaamount of hrown 
rigmejtiatlon In the iris by Increasing the number of 
melanosbmes {pigment granules) In melanocytes. The 
long term effects on the metenocytea and the 
consaquences of ptfantfel Injury to the melenocytes 
end/or deposition of pigment granules to other areas 
of the eye are currentry unknown. The change In iris 
color occurs slowly and may not be rwtteeabtefor 
months to years. Pedants should be Informed of the 
possibility of iris color change. 
Eyelid skin darkening has been reported in 
association wtth the use of pfosiaglandln analogues, 
including travoprost opiithalmlc solution, 0.004%, 

FtostaglaiKfln analogues; mdiidtog travoprost 
ophthalmic solution, D.Q04%rriay gradually change 
eyelashes In the treated eye; these changes Include 
Increased length, tWcicness, p^gmerttatton, anoVor 
number ot teshes. 

Pattents who are expected to receive treatment in 
only one eye should be Informed about the potential 
tor increased brown pigmentation of the irts, 
periorbital end/or eyefid tissue, and eyelashes In the 
treated eye and thus heterDchramia between the 
eyes. They should atso be advised of the poterrtiaJ for 
a c3sparny between the eyes In length; thickness, 
and/or number of eyelashes. 

PRECAUTIONS 
General 

There have been reports of bacterial keratjtts 
associated with the use of mulhple-dose containers 
of topical ophthalmic products. These Mntamers had 
been Inadvertently contaminated by patterns who, in 
most cases, had a concurrent corneal disease or a 
disruption ot the epithelial surface (see uilormatjun 



Pattents may stowty develop increaBed brown 
pigmentation of the Wa. This chw ^nwnpl be 
noticeable for months to years feee WAJUOISS). 
Iris plrnneittatton changes may be rnore nnticaable 
In pa^ts with mixed colored Irldea, i.e., Wus-brown, 
c/ey-brovm.ydlow^rown.and graBn-brown; 
however, It has also bean observed In patients wtth 
brown eyes.The cotorchange is befleved to be duete 
increased metenln (arrtentinmBstromaJmelanDCTtes 
of the iris.The exact rnachantem of action to unknown 
at this brne. Typically the brown pigmentation around 
the pupa spreads coricentjlcany towards the periphery 
in affected eyes, but the entire Iris or parte of tt may 
become more brownish. Urrtfl more imorrrotion about 
tocreased imwnpiarnBntetionbavHi^.pattento 
should be examined regularly and, depending on the 
situation, treatment may be stopped H increased 
pigmentation ensues, 

TRAVATAN® Z ophthalmic soluuon should be used 
wtth caution In patients wtth a history of intraocular 



inflammation (irffls/uveftls) and should generally not 
boused tn patients wtth active intraocular 
inflammation. 

Macular edema, induding cystokJ rrtacular edema, 
has been reported during treatment with 
prostagtendin analogues. These. reports have 
mainly occurred In aphakic patients, pseudophaldc 
patients with a turn posterior tens capsule, or in 
patients with known risk factors for macular edema. 
TRAVATAN© Z should be used wtth caution (n these 
patients. 

TRAVATAN® Z has not been evaluated for the 
treatment of angle closure, Inflammatory or 
neovascular glaucoma. 
Information for Patients 
Patients should be advised concerning aJ the 
Information contained tn the Warnings and 
Precautions sections. Patients should also be 
instructed to avoid allowing tiro tip of the dispensing 
container to contact the eye or surrounding structures 
because thte coukJ cause the tip to become 
contaminated by common bacteria known to cause 
ocular infections. Serious damage to the eye and 
subsequent loss of vision may result from using 
contaminated solutions. 

Patients also should be advised that if they develop 
an Irrtsrcurrarrt ocular condition (e.g., trauma, or 
Infection) or have ocular surgery, they should 
Immediately seek their phyalcian'B advice concerning 
the continued use of the multWoee container. 

Patients should be advised that rj they, develop any 
ocular reactions, particuterty conjunctivltia and ad 
. reactions, they should Immediately seek their 
physician's advice. 

If more than one topical ophtiiaimic drug is being 
used, the drugs should be administered at least five 
(5) minutes apart 

Caic topge n esl s, Mo tt gewa fa; toyaJroent of ForttBy 
Two-year carr^ogenlcity studies In mice and rote at 
subcutaneous doses of 10, 30. or 100 unAgAlayifid 
not show any evidence of carcinogenic potential. 
However, at 1 00 un/kg/day, male rate were ohJy 
treated for 82 weeks, and the m&xtmum trierated 
dose (MTD) was not reached in the mouse study. The 
htgh dose (100 uu/kg) con^spc^ to exposure levels 
over 400 times the human exposure at the maximum 
recornrnended human ocular dose (T^OO) of 0.04 
pgAo, based on plasma active drug levels. 
Travoprost was not mutagenic in the Ames test, 
mouse mlcronucieua test and rat chronxjsoms 
aberration assay. A slight Increase In the rnutant 
frequency was observed hi one of two mouse 
lymphoma assays in the presence ot rat 5-9 
activation enzymes. 

Travoprost dkJ not affect mating or fertility Indices hi 
mai6 or tsmate rata at subcutaneous doses up to 1 0 
ug/kg/day [250 times the maximum recommended 
human ocurar dose of 0.04 ug/kg/day on a ug/kg 
basis (MRHOD)V At 10 un/kg/day, the mean number 
of corpora lutea was reduced, and the pcsHniptartBtion 
losses were Iwyeased.Triese effects were not 
observed at 3 ug/kg/day (75 times the MRHOD). 
Pregnancy: Teratogenic Effects 
Pregnancy Category: C 

Travoprost was teratogenic in rate, at an Intravenous 
(W) dose up to 10 Mfl/kg/day (250 times the MRHOD), 
evidenced by en increase hi the Incidence of skeletal 
malformations as well as external end visceral 
martamations, such as fused atemebrae. domed 
head and hydrocephaly. 

Travoprost was not teratogenic In rats at W doses up 
to 3 ufl/kg/day (75 times the MRHOD), or in mice at 
subcutaneous doses up to 1.0 p^j/kg/day (25 times 
the MRHOO). Travoprost produced an Increase m 
reimplantation tosses and a decrease in fetal 
vfcabmty in rats at IV doses > 3 un/kg/day (75 times 
the MRHOD) and tn mice at subcutaneous coses > 0.3 
ugftg/day (7.5 tirnesthe MRHOD). hi tiia ptepring of. 
female rats that received travoprost sutouta rt eottsty 
from Day 7 of pregnancy to lactation Oav 21 a^t toe 
doses of * (M 2 ug/kg/day (3 times the WWOO), the 
Incidence of pcdiMrncrtatity was increased, and 
neonatal body weight gain was decreased. Neonatal 
development was also affected, evidenced by delayed 
eye opening, pirma detachment and preputial 
separation, and by decreased motor activity. 
There are no adequate and weitaontrofted studies in 
pregnant wonten, TrWAlMWZ stiouMbo nwd 
during pregnancy oniy If the potential benefit Justifies 
the potential risk to the fetus. 



Nursing Mothers 

A study In iactatlng rats demonstrated that 
radiotabeled travoprost and/or Hs metabolites were 
excreted In milk, h is not known whether this drug or 
its metahoffles are excreted m human milk. Because 
many drugs are excreted In human mttk, caution 
should be exercised when TRAVATAN© Z ophthalmic 
solution fcs adrninistBred to e nursrng woman. 

Pediatric Use * 

Safety and effectiveness In pediatric patients have 
not been established. 

SertattcUse 

No overal differences in safety or effectiveness have 
been observed between elderly and other adult 



ADVERSE REACTIONS 

The most common adverse event observed in 
ccntrolted dtafcai studies with TRAVATAN® 
(travoprost oprrthairnfc soruticn) 0,004% and 
TRAVATAN® Z {rmvoprost ophthaimlc solution) 
0.004% was xular. hypererma which was reported 
in 30 to 50% of patients. Up to 3% ol patients 
discontinued therapy due to subconjunctival - 



Ocular adverse events reported at an incidence of 
5 to 10% in these cUnicai stodtes included decreased 
visual acuity, eye discomfort foreign body sensation, 
pain and pruritus. 

Ocular adverse events reported at an incidence of 

1 to 4% in dmicai studies with TRAVATAN® or 
TRAVATAN® Z Irrctodedabrormal vision, Wepharftis, 
blurred vision, cataract caUs, con^ctivttis, corneal 
staining, dry eye. eye disorder, tiara, Ids Discoloration, 
keratitis, fid margin crusting, photophobia, 
aurjccnjunctival henwrhage, and tearing. 

Nonocutar adverse events reported at an incidence 
of 1 to 5% in tnesexllrilcal studies were accidental 
injury, allergy, angina rjectnm, anilety, arthritis, back 
pain, bradycan^,^ 

syndrome, depression, dyspepsin, c^hoiiitestirial 
disorrJer, heada che, rr/p emhoiesterriemia. 
IrypBrejnsion, to prostate 
disorder, sirtusitis, unnery inccntinence, end urinary 
tract infection. 

DOSAGE AND ADMINISTRATION 
The recornrnended ddsageb one drop in the affected 
eyefs) once-dairy to the eventor^ Trie dosage of 
TRAVffTAN® Z ophthalmic solution should not exceed 
oncs-dalry since it has been shown thai more 
frequent admbtistration of travonrost may decrease 
the mtraocutar pressure iov^r^ effect 

Reduction of Intraocular pressure starts appmxrmatery 

2 hours after admlrUstranon of travopro3t.The rnaxtmum 
effect is observed 12 hours after adrrtnistration and to 
maintained throughout the day. 

TRAVATAN© Z may be used axicomttantiy with other 
topical opnthaJmlc drug rjroducts to lower Intraocular 
pressure. If more than one topical ophtoaimlc drug is 
Being used, the drugs should be arjmWstered at least 
five (5) minutes apart 
HOWSUPPUED 

TRAVATAN® Z (travoprost c^hthalmlc solution) 
0.004% is a sterfte, isotonic, t>ufrered, preserved, 
aqueous solution of trmroprost (0;04 rngAnq supplied 
in Ateon^s oval DROP-TMNBK® pactoge system. 
TRAVATAN® Z la supplied as a 2.5 rrl solution 
In a 4 mt and a 5 rnt soiution In a 7.5 mL natural 
pjrypropylene dispenser bottle with a natural 
poryprc^eneo^oprjerti 

polypropylene wercap. Tamper evidence is provided 
with a shrink band around the closure and neck area 
of the package. 

2^mLtlDto4rnLbOttte NDC 0065-0260-25 
5mLflttta7.5mLbottte NDC 0065-0260*05 

Storage: Store at 2° - 25°C (36* - 77*F). 

RxOnJy 

U.S. Patent Nos. 5,889.052 and 6,235,781 

* TIMOPTIC is the registered trademark otl^ A Ox, Inc. 



Alcon 

AUCON LABORATORIES, INC. 
Fort Worth, Texas 76134 USA 
O2C05-20C8Ateon.tnc. 



9001483-8308 



